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JOSEPH GLENMULLEN, MD
1563 Massachusetts Ave.
Cambridge, MA 02138

June 29, 2007

Ms. Karen Barth Menzies

Baum Hedlund

12100 Wilshire Boulevard, Suite 920
Los Angeles, CA 90025

Dear Ms. Menzies:

It is my opinion, based on a reasonable degree of medical probability and based
on my education, training, and clinical experience, as well as my review of the
material referenced in this report and listed in the attached appendices, that Paxil
increases the risk of suicidality in adults. In addition, GlaxoSmithKline was
aware of this risk, but hid it. This is a companion to the accompanying report
relating to children and adolescents and a Specific Causation Report in the case
of Benjamin Bratt.

According to GlaxoSmithKline, when evaluating whether or not Paxil causes a
side effect one should consider several sources of information: statistical analyses
of the Paxil database, GlaxoSmithKline’s researchers’ assessments of whether or
not Paxil caused the side effect in particular patients, and the published medical
literature.! In this report, I use this GlaxoSmithKline methodology to evaluate
whether or not the evidence indicates a causal link between Paxil and suicidal
behavior. As we will see, the Paxil data, GlaxoSmithKline’s researchers’ casuality
assessments, and the published medical literature all support a causal link
between Paxil and suicidal behavior.

GlaxoSmithKline’s Paxil data in its earliest reports to the FDA in 1989 show a
statistically significant, greater-than-eight-fold increased risk of suicidal
behavior—suicide and suicide attempts—for patients put on Paxil when
compared to patients put on placebo (dummy) pills. Unfortunately, this
demonstration of a causal link between Paxil and suicidal behavior was obscured
by GlaxoSmithKline’s improperly reporting the data to the FDA, doctors,
patients, and the public for over fifteen years. The significant Paxil risk was only
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acknowledged by GlaxoSmithKline this past year in 2006. In May 2006
GlaxoSmithKline reported in a “Dear Doctor” letter that the company’s most
recent analysis showed Paxil caused a statistically significant, six-fold increase in
suicidal behavior in patients with major depressive disorder.? On this basis,
GlaxoSmithKline changed its official prescribing guidelines on Paxil to warn
doctors and patients of this significant risk. This is exactly what GlaxoSmithKline
should have done a decade-and-a-half ago when Paxil was first approved by the
FDA: GlaxoSmithKline should have warned of the significant, increased risk
when it first introduced Paxil to this country since the original 1989 data showed
a greater than eightfold increased risk. It is my opinion to a reasonable degree of
medical probability that if GlaxoSmithKline had provided a warning all these
years, Benjamin Bratt would still be alive today.

This report is based on the GlaxoSmithKline internal company documents listed
in Appendix A and on the medical literature and other documents cited in the
end notes. The report is divided into three parts:

o Part 1 discusses statistical analyses of GlaxoSmithKline’s Paxil data and
the history of how the company handled the data.

e Part 2 examines GlaxoSmithKline’s researchers’ assessments of whether or
not Paxil caused suicidal behavior in individual patients in the
company’s studies.

e Part 3 discusses the published medical literature on antidepressant-
induced suicidality and self-harm.

Part 1. Statistical Analyses of GlaxoSmithKline’s Paxil Data and the History of
How the Company Has Handled the Data

In 1989, GlaxoSmithKline submitted its New Drug Application for Paxil to the
FDA. The Paxil New Drug Application is an enormous submission totaling tens
of thousands of pages. One critical part of the New Drug Application is
GlaxoSmithKline’s safety report, entitled “Integrated Summary of Safety —Paxil
Clinical Trials Program, November 10, 1989.”2 By 1989, GlaxoSmithKline’s Paxil
studies included 2,963 patients who were given the drug and 554 patients who
were given a placebo. In the safety report, Table XI.21 summarizes suicide
attempts in the worldwide Paxil database. An important context for this data is
that in GlaxoSmithKline’s Paxil studies up to that point in time, seriously suicidal
patients were excluded from the studies.* So, anyone who became seriously
suicidal during the studies only became so after being given Paxil or a placebo.
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Table 1 below is a photocopy of the data on suicide attempts in patients on Paxil
versus placebo that GlaxoSmithKline submitted in Table XI.21 of its 1989 safety
report. “Paroxetine” in the table is the chemical name for Paxil.®
GlaxoSmithKline reported that 42 of 2963 patients on Paxil attempted suicide
while only three of 554 patients on placebo made suicide attempts.

Table 1
GlaxoSmithKline 1989 NDA
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GlaxoSmithKline presented the data on suicides in another table in which it
reported all deaths, not just suicides. Table 2 below is a photocopy of the data on
deaths in patients on Paxil versus placebo. This was originally Table XI.17 in
GlaxoSmithKline’s safety report. The text explained that of the twelve patients
who died on Paxil, five committed suicide and that the two deaths reported for
placebo were suicides. Thus, according to GlaxoSmithKline, five of 2,963 patients
on Paxil committed suicide while two of 554 patients on placebo committed
suicide.
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In 1990, Reports of Prozac Making Patients Suicidal
Raise New Concerns About Paxil

While GlaxoSmithKline was waiting for the FDA to approve Paxil, in 1990
startling news broke that Prozac—the first, and at that time only, SSRI on the
market—was making patients suicidal. Two prominent psychiatrists at Harvard
Medical School—Drs. Martin Teicher and Jonathan Cole—reported on the
phenomenon in the American Journal of Psychiatry, igniting a firestorm of
publicity.® The Harvard psychiatrists’ report and other reports in academic
journals lent credibility to sensational cases in the media including the suicide of
rock star Del Shannon and the mass murder-suicide of Joe Wesbecker in
Louisville, Kentucky who killed twelve people and wounded eight others before
taking his own life.’® The intense publicity prompted the FDA to announce it
would investigate the problem.

On October 3, 1990 the FDA Asks GlaxoSmithKline for a Report
on It’s Paxil Suicide and Suicide Attempt Data

For its investigation, the FDA asked GlaxoSmithKline and other pharmaceutical
companies to submit reports on completed and attempted suicides in their
studies of new SSRI-type antidepressants. An October 3, 1990 internal
GlaxoSmithKline memo documents the FDA’s request.! The “FDA Conversation
Record” details a telephone call from Dr. Martin Brecher, the medical officer at
the FDA responsible for reviewing Paxil’s safety, to Dr. Thomas Donnelly,
GlaxoSmithKline’s director of FDA affairs. According to the memo:

[Dr. Brecher] said he was calling to inform us of a concern that has
arisen about Prozac and he is formally requesting a response to the
same issues. He said that the public press has been widely
discussing the relationship between Prozac and violence-ideation
and suicide-ideation [thoughts]. Although the [psychiatric drugs]
Division [of the FDA] does not see it as a real issue, but rather as a
public relations problem, Lilly [Prozac’s manufacturer] has been
asked to submit a detailed response to the public’s concern. He
therefore is requesting that we do the same since we have a drug
with a similar mechanism of action. He said his request is not based
on any concern that has developed from his review of Paxil, but
simply that it is an issue that must be addressed with this group of
drugs.
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GlaxoSmithKline’s 1991 report to the FDA went through several drafts. The
evolution of the drafts is interesting in itself. The first draft, dated February 15,
1991, was written by Dr. Geoffrey Dunbar, Director and Vice-President of
GlaxoSmithKline’s division of central nervous system drugs.!” This first draft
included the five wash-out suicide attempts counted as though they occurred in
the placebo group. But, this draft did not report that any completed suicides
occurred in patients on placebo. The two wash-out suicides counted as though
they happened in the placebo group were added in the next draft.

The first draft also contains an analysis of the “time course of suicide attempts.”
The analysis showed that when patients on Paxil attempted suicide:

most suicide attempts occurred early, especially during the first
week of therapy.

The report stated that:

Since the advent of effective antidepressant pharmacotherapy in
the 1950s, clinicians have realized the increased risk of suicide early
in treatment.

Thus, the Paxil data provided scientific evidence of what clinicians had observed
for decades with earlier classes of antidepressants. But, GlaxoSmithKline deleted
this crucial section from the final draft of the report. The final draft of the report
includes an appendix listing all the patients who attempted suicide on Paxil. The
list includes additional patients not included in the earlier draft. The list includes
data on how many days the patients had been on Paxil, although in many cases
the data are inaccurate when checked against the original clinical data reports.
The correct data are plotted in Graph 2. As seen in Graph 2, this side effect is not
evenly distributed over time; more than 60% of suicide attempts in patients on
Paxil occurred in the first six weeks.
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Both drafts and the final version of GlaxoSmithKline’s 1991 report to the FDA
insist that depression, not Paxil, causes suicide. GlaxoSmithKline maintained this
position for over fifteen years, while relying on the “bad” Paxil numbers. Says
the final, April 29, 1991 version of the report:

Suicidal ideation is a universally recognized accompaniment to the
symptom complex of depression and, when acted upon by the
patient, is the ultimate expression of the illness. Suicide ranks
eighth among all causes of death in the United States and accounts
for about 15% of deaths in patients with mood disorders [emphasis
added].

Remarkably, the final draft of GlaxoSmithKline’s report acknowledges that

antidepressants can cause “intensification of suicidal thoughts and behavior” but
claims that the company’s data shows Paxil does not cause this phenomenon:

15
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In summary, suicidal ideation and behavior is an inherent risk
when treating patients with major depressive disorder. Moreover,
it is now recognized that intensification of suicidal thoughts and
behavior can occur in depressed patients undergoing active treatment,
including antidepressant pharmacotherapy. Nevertheless, analyses of
our prospective, clinical trials for depression show that patients
who were randomized to Paxil therapy were at no greater risk for
suicidal ideation or behavior than were patients randomized to
placebo or other active control therapies [emphasis added].

In addition to incorrect data on suicides and suicide attempts, the data
GlaxoSmithKline submitted to the FDA had numerous other problems, some of
which are discussed in my earlier report in this case. Below are brief descriptions
of some of the additional problems:

¢ When GlaxoSmithKline coded suicidal behavior in its computerized
database, most of the suicides and suicide attempts were coded as
“emotional lability,” a technical term for rapid mood swings, for example
from crying to laughing.!* FDA memos have since described Paxil suicides
and suicide attempts as being “hidden,” or “obscured,” by
GlaxoSmithKline’s “inappropriate terminology” and “coding
maneuvers,”? :

¢ GlaxoSmithKline often points to the small number of patients who
attempted or committed suicide during the Paxil studies.” But the
numbers are relatively small because suicide and suicide attempts are
uncommon events, especially in studies where seriously suicidal patients
were excluded. Moreover, the way in which GlaxoSmithKline collected its
side effects data often does not reflect the true incidence. During the Paxil
studies, at each follow-up visit, GlaxoSmithKline only let its researchers
ask patients a general, open-ended question about potential side effects
such as: “Do you feel different in any way since starting the new
treatment [or] since the last assessment?”?? Such general, open-ended
questions are known to yield low rates of side effects. In the case of
another Paxil side effect, Paxil withdrawal, GlaxoSmithKline originally
reported that withdrawal reactions are “rare” in patients stopping Paxil.?
The pharmaceutical industry officially defines rare side effects as
occurring in less than one patient in a thousand, or 0.01 percent.? But
when researchers at Harvard Medical School later developed sensitive

16
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measures of antidepressant withdrawal, their systematic studies revealed
withdrawal reactions in 66% of patients stopping Paxil.? The example of
Paxil withdrawal reactions demonstrates how much insensitive,
unsystematic, open-ended questions can underestimate antidepressant
side effects.

e Sensitive scales for systematically evaluating treatment-emergent
suicidality are available. But, GlaxoSmithKline chose not to introduce
them into most of its Paxil studies despite the concern about Paxil-induced
suicidality dating to before the drug was approved and marketed in this
country. GlaxoSmithKline defends its insensitive, unsystematic, open-
ended question about potential side effects as “non-leading.”2¢ But
GlaxoSmithKline uses systematic checklists to diagnose and monitor
patients” depressions. GlaxoSmithKline does not worry about “leading
questions” when diagnosing psychiatric conditions, only when
diagnosing side effects.

e Inits 1991 report, GlaxoSmithKline added another statistical calculation
that was not included in its original 1989 New Drug Application safety
report. In GlaxoSmithKline’s Table 6 and Table 7 on page 11, note the
addition of P.E.Y., which refers to patient exposure years. This is not just
the absolute count of how many patients on Paxil versus placebo
attempted or committed suicide. Rather, this is another count factoring in
how long patients were on Paxil or placebo. GlaxoSmithKline’s patient
exposure years calculations are based on the “bad” Paxil numbers. Still
worse, counting side effects per patient exposure years is only appropriate
statistically when the risk of the side effect is evenly distributed over time.
The risk of antidepressant-induced suicidality is not evenly distributed
over time.” GlaxoSmithKline’s own data showed that the majority of
suicide attempts in Paxil-treated patients occurred during the first six
weeks of treatment, according to a graph in the company’s original draft
of the report as described above. But, GlaxoSmithKline deleted that section of
the report in the final draft. Since the risk of antidepressant-induced
suicidality is not evenly distributed over time, GlaxoSmithKline counting
this side effect over patient exposure years was once again inappropriate.

17
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On June 19, 1991 the FDA Concludes Paxil Is Safe
Based on GlaxoSmithKline’s “Bad” Numbers

Dr. Martin Brecher was the medical reviewer at the FDA responsible for
evaluating Paxil’s safety based on the data GlaxoSmithKline provided him.
Based on his review, Dr. Brecher issued a June 19, 1991 report entitled “Review
and Evaluation of Clinical Data Original NDA [New Drug Application] 20-031
Paxil Safety Review.”? As part of reviewing Paxil’s safety, Dr. Brecher
highlighted the data on “significant” side effects, including suicidality. Specific
sections of Dr. Brecher’s report are devoted to suicide, suicide attempts, and an
“overview of suicidality,” combining the data on suicides and suicide attempts.

Table 11 below is a photocopy of the table in Dr. Brecher’s 1991 report listing
suicides and suicide attempts in patients on Paxil versus placebo. In the table,
one can see that Dr. Brecher relied on GlaxoSmithKline’s “bad” Paxil numbers to
evaluate whether or not Paxil made patients suicidal. The numbers in Dr. -
Brecher’s table match the “bad” numbers in GlaxoSmithKline’s April 29, 1991

report shown in Tables 6 and 7 on page 11, submitted to the FDA a little over a
month before Dr. Brecher’s June 19, 1991 report.

Table 11
FDA (Brecher’s) 1991 Paxil Safety Review

TABLE 13

Suteidaliry in Paroxetioe Clinival Trisls
Es £ Flacebo
N=2963 N=554

1008 ».BE.Y.¥ 72 P.E.Y.
Completed Suicides

Wo, (V) $ (0.10) 2 {0.36)
No./P.E. Y, 0.005 0.028
Attsppted Suicidas

Bo. (M) 40 (1.3) 6 (1.1)
No./{P.B.Y.) 0. 040 0.082

* P.E.Y. stands for Patlent Exposure Years

Note that in addition to the “bad” Paxil numbers, Dr. Brecher reproduced
GlaxoSmithKline’s patient exposure years calculations. As described earlier, per
patient exposure years calculations are only appropriate when a side effect is
evenly distributed over time. The original draft of GlaxoSmithKline’s 1991 report

18



Case 2:06—cv—01063—FCD—DAl’ Document 149-2 *SEALED* F’l 11/14/2007 Page 20 of 83

included a section showing that Paxil-induced suicidality is not evenly
distributed over time and instead occurs early in treatment. But GlaxoSmithKline
deleted this section in the final draft submitted to the FDA. So, Dr. Brecher did
not know that GlaxoSmithKline’s per patient exposure years calculations were
inappropriate.

Based on GlaxoSmithKline’s “bad” numbers, Dr. Brecher concluded:

Although the instruments available may not be ideal to capture the
elusive clinical events reported by Teicher..., there is no [statistical]
signal in this large data base that Paxil exposes a subset of
depressed patients to additional risk for suicide, suicide attempts or
suicidal ideation [thoughts].

Note that the phenomenon of antidepressants making patients suicidal was very
much on Dr. Brecher’s mind as he reviewed Paxil’s safety in the spring of 1991.
Teicher and Cole reported the phenomenon with SSRIs the previous year in 1990,
precipitating a furor. In the spring of 1991, the FDA was in the middle of
evaluating the issue. In just a few months, in September 1991, the FDA would
hold a hearing on the matter. In fact, as we have seen, the accurate data showed
patients on Paxil had a statistically significant eight-fold increase in suicides and
suicide attempts. The correct data would have confirmed Teicher’s report.

The FDA Schedules a Hearing on Whether or Not Antidepressants
Make Patients Suicidal for September 20, 1991

Responding to public and professional fear that this new class of SSRI-type
antidepressants was making patients suicidal, the FDA held a day-long hearing
on the subject on September 20, 1991. The hearing was eagerly awaited for over a
year. For the hearing, the FDA appointed a nine-member advisory panel
comprised of physicians and scientists outside the FDA to evaluate the evidence.
The advisory panel has since been heavily criticized because five of the nine
members had such serious conflicts of interest—close ties to the pharmaceutical
industry —that the FDA had to waive its own standards for conflicts of interest.
The FDA had to waive its standards for consultants to the advisory panel as well.
As we will see, two of the psychiatrists for whom the FDA had to waive its
standards later played crucial roles in GlaxoSmithKline publishing its “bad”
numbers: Dr. David Dunner of the Department of Psychiatry and Behavioral
Sciences at the University of Washington in Seattle had done research on Prozac
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